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RE: Amendment and Reply as filed July 1 1 , 2003 



MESSAGE: 

Dear Examiner Nguyen, 

Attached please find a Communication forwarding a copy of the Amendment and Reply, as well as 
accompanying documents, that we hand carried to the 7th Floor Receptionist on July 1 1 , 2003 as 
indicated on the postcard receipt. Please do not hesitate to call me if you have any questions or 
need further information. 

Thank you. We look forward to an early declaration of interference- 
Ping 



NOTE: The Information contained in this facsimile message is attorney-client privileged and contains confidential 
information intonded only for the use of the person(s) named above and others expressly authorized to receive 
It, If vpu are not the intended recipient, you are hereby notified that any dissemination, distribution or copying 
of this message is prohibited and you are asked to notify us immediately by telephone and to return this message 
to us by mail without copying it. 



Any questions regarding compatibility should bo directed to our Office Services Department at +1.703.836.6620. 
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^csimllc number (703) 746-5312 on August 18, 2003. 
/ M:irfhrctM.Htt.*on (jOatc 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Til (he application of: 

Dennis CARSON et al. 

Serial No.: 09/265,191 

Filing Date; March 10, 1999 

For: IMMUNE STIMULATORY 

COMPOSITIONS AND METHODS FOR 
USE OF SAME TO ENHANCE TUB 
1MMUNB RESPONSE OF A HOST TO 
AN ANTIGEN (as amended) 



Examiner: Q.Nguyen 
Group Art Unit: 1636 
Confirmation No.: 4241 



COMMUNICATION 



Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 



Dear Sir: 

Submitted herewith is a copy of the Amendment and Reply to Office Action and 
accompanying documents filed on July 11, 2003, in response to the Office Action mailed 
February 26, 2003, for the above-referenced application. Also enclosed is a copy of the 
acknowledgement postcard showing receipt of these documents by the 7th floor receptionist of 
Technology Center 1600. 
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If the Examiner has any questions about this filing, he is invited to contact Ihc 
undersigned at (703) 836-6620 or Ping Hwimg at (650) 622-2340, 

Respectfully submitted, 

L**s ""v'** 

Dated: August 18,2003 By: "7? " 

CjJ R. Danny Huntington 
Registration No. 27,903 
Attorney for Applicants 

BURNS, DOANL5, SWECKER & MATH 153 lip 
P.O. Box 1404 

Alexandria, Virginia 22313-1404 
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Facsimile: (703) 836-2021 
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CERTIFICATE OF HAND DELIVERY 
I hereby certify that this correspondence is being delivered by hand W tha U.S. Patent and Trademark Office on 
, 2003. By: . 

Patent 

Attorney's Docket No. p at723-306 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Patent Application of 

Dennis CARSON et al. 

Application No.: 09/265,191 

Filed: March 10, 1999 

For: Immune Stimulatory Compositions 
and Methods for Use of Same to 
Enhance the Immune Response op a 
Host to an Antigen 



Group Art Unit: 1636 
) Examiner: Q. Nguyen 
Confirmation No,: 4241 



PETITION FOR EXTENSION OF TIME 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir: 

The following extension of time is requested to jyspond tn the Office Action mailed on 
Pehruary 26. 2003 : 



Fee 



[ 1 one month to 
[X] two months to 
[ ] three months to 
[ ) four months to 
[ ] five montlis to 



July 28, 2003 



[ j $55.00 (2251) [ ] $110.00 (1251) 
[X] $205.00 (2252) [ ] $410.00 (1252) 
[ ] $465.00(2253) [ ] $930.00(1253) 
'[ ] $725.00(2254) [ ] $1,450.00(1254) 
'[ ] $985.00(2255) [ J $1,970,00(1255) 



[ ) The shortened statutory period has been reset by an Advisory Action dated 

[X| An extension fee in the amount of $ 205.00 is enclosed. 
[ ] Charge $ to Deposit Account No. 02-4800. 

The Director is hereby authorized to charge any appropriate fees under 37C.F.R. §§1.16, 

1.17 and 1.21 that may be required by this paper, and to credit any overpayment, to Deposit 

Account No, 02-4800. This paper is submitted in duplicate. 

Respectfully submitted. 

Burns, Doane, Swecker & Mathis, l.l.p. 



Date: July 1Q, 2QQ 3. 



P.O, Box 1404 

Alexandria, Virginia 22313-1404 
(703) 836-6620 



By: 




R. DarinjtJKuntingtdti 
Registration No. 27,903 



((05/03)) 
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CERTIFICATE OF HAND DELIVERY 
I hereby certify thai this correspondence is being delivered by hand to the U.S. Patent and Trademark Office on 
, 2003. By; 

Patent 

Attorney's Docket No. 02ft723 -3 jJ{j 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
In re Patent Application of 

Dennis CARSON et al. 
Application No, : 09/265, 191 
Filed: March 10, 1999 



For: Immune Stimulatory Compositions 
and Methods for Usb oh Same to 
Enhance the Immune Response of a 
Host to an Antigen 



Group Art Unit: 1636 
Examiner: Q, Nguyen 
Confirmation No.: 4241 



AMENDMENT/REPLY TRA NSMITTAL LETTFR 



" Commissioner for Patents — 

P.O. Box 1450 
AlcxandriarVA'223«=i450 ■ 

Sir: 



Enclosed is a reply for ihe above-identified patent application. 
|XJ A Petition for Extension of Time is also enclosed. 

[ ] A Terminal Disclaimer and the [ ] [ ] fee due under 37 C.F.R. § 1.20(d) are also 
enclosed. 



[ ] Also enclosed is/are . 



[X) Small entity status is hereby claimed. 

[ J Applicant(s) requests continued examination under 37 C.F.R, § 1.114 and enclose the 
[ } [ ] fee due under 37 C.F.R, § 1.17(e), 

i [ ] Applicant(s) requests that any previously unentered after final amendments not be 
entered. Continued examination is requested based on the enclosed documents 
identified above, 

f ] Applicants) previously submitted , on ( , for which continued examination is 

requested. 
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[ ] Applicant(s) requests suspension of action by the Office until at least wliich 
does not exceed three months from the filing of this RCE, in accordance with 
37 C,F,R, § 1 . 103(c). The required fee under 37 C.F.R. § 1.17(0 is enclosed. 

[ ] A Request for Entry and Consideration of Submission under 37 C.F.R. § 1. 129(a) 
(1809/2809) is also enclosed. 

[X] No additional claim fee is required. 

[ ] An additional claim fee is required, and is calculated as shown below: 







AMENDED 


CLAIMS 






No. Of 
Claims 


HIGHEST NO. 

Of Claims 
Previously 
Paid for 


Extra 
Claims 


Rate 


ADD'L 

Fee 


Total Claims 




MINUS - 




x ^ 




Independent Claims 




MINUS = 




x = 




If Amendmeut.add^.nii^iplfi. dependent claims, add 




Total Claim Amendment Fee 




If small entity status is claimed, subtract 50% of Total Claim Amendment Fee 




^OTAL ADDITIONAL CLAIM FEE DUE FOR THIS AMENDMENT 




[ ] A tola] fee in the amount of $ 


is enclosed. 







[ ] Charge $ to Deposit Account No. 02-4800. 

The Director is hereby authorized to charge any appropriate fees under 37 C.F.R. §§ 1.16, 
1,17, 1.20(d) and 1.21 that may be required by this paper, and to credit any overpayment, to 
Deposit Account No, . This paper is submitted in duplicate. 



Respectfully submitted, 



Date: July 10. 2003 By: 1/T\ l**aytf0. uU-,IH± 

R> Danny taunting ton w 
^ Registration No. 27,903 
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CERTIFICATE OF HANI) DELIVERY 

I hereby cmity That this correspondence is being delivered by hand to the United States Patent and Trademark Office on . 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



2003. 



81 I'll 4s 



In the application of: 

Dennis CARSON et al, 

Serial No.; 09/265,191 

Filing Date: March 1 0, 1 999 

For: IMMUNE STIMULATORY 

COMPOSITIONS AND METHODS FOR 
USE OF SAME TO ENHANCE THE 
IMMUNE RESPONSE OF A HOST TO 
AN ANTIGEN (AS AMENDED) 



Examiner: Q, Nguyen 
Group Art Unit: 1636 
Confirmation No.: 4241 



AMENDMENT AND REPLY TO OFFICE ACTION 



Assistant Commissioner for Patents 
Washington, D.C. 20231 

Dear Sir: 

This Amendment and Reply to Office Action is submitted in response lo the Office 
Action mailed February 26, 2003 ("the Office Action") for the above-referenced application. 
The Office Action sets a three (3) month period for response. A petition for a two-month 
extension accompanies this response, which is being submitted before the current due date of 
July 28, 2003 (July 26 and 27, 2003 being a Saturday and a Sunday, respectively). 
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Amendment and Reply 
Serial No. 09/265,191 
Attorney Docket No. 028723-306 



SUMMARY OF AMENDMENTS 



lauftuLCIrimai 

Claims 202-206 are pending prior the present amendments. 

Claims 202-204 and 206 are being canceled without prejudice or disclaimer to future 
prosecution of the canceled subject matter. 

Claim 205 is being amended. 

After the amendments, claim 205 will be pending as shown in the claim list starting from 
the next page. * . 
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CLAIM LIST 



1.-204. Canceled. 



205. (Currently amended) A method for suppressing an allergic response to an antigen 
in a mamma] susceptible to an allergic reaction to said antigen which stimulates production of 
allergy-associated IgE antibodies in the mammal, comprising parenterally co-administerinp 
admini s tering to the mammal 

(a) an effective amount of an immunostimulatory nucleic acid in a plasmid, said 
immunostimulatory nucleic acid comprising S'CGS 1 , wherein C is unmethylated, and 

(b) an effective amount of the antigen provided as the antigen per se or as a polynucleotide 
encoding the antigen. 



206. Canceled. 



i 

( 
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Amendment and Reply 
Serial No. 09/265,191 
Attorney Docket No. 028723-306 



REMARKS 



Status of (he Present Application 

The present application relates to the use of CG-containing immunostimulatory nucleic 
acid to modulate immune responses to antigens. Claim 205 is currently pending, and the claim 
defines the same invention as the claims of U.S. Patent No. 6,207,646 ("the Krieg '646 patent'*). 

Claim 205 of the present application relates to a method for suppressing an allergic 
response to an antigen in a mammal by administering both an imiminostimulatory nucleic acid 
and the antigen to the mammal. The subject matter of claim 205 is substantially the same as that 
of claim 3 of the Krieg '646 patent, which relates to a method for desensitizing a subject against 
an allergic reaction by administering to the subject a CG-containing imrnunostimulatory nucleic 
acid and the allergen. 

. . In view of the presence, of jnterfering subject matter, Applicants submitted a request for 
interference under 37 C.F.R. §1.607 on October 31, 2001, and arevised one on May 9, 2002, 
both of which contain a detailed explanation of the interfering claims. As set forth below. 
Applicants submit that claim 205 is allowable. Accordingly, Applicants respectfully request that 
an interference be declared. 

Applicants further request expedited examination of the present application. 
Examination of an application in which applicants seek an interference with a patent shall be 
conducted with special dispatch under 37 GFJR. §1.607 and MPEP §2307. Therefore, expedited 
examination, in which the present application is advanced out of turn for examination, is 
respectfully requested under MPEP §708,01(P). 
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Serial No, 09/265,191 
Attorney Docket No. 028723-306 



Interview 



Applicants wish to thank Examiners Q. Nguyen and D. Ouzo, and Interference Practice 
Specialist A. Nelson, fox extending the courtesy of an interview to Applicants' representatives 
and providing helpful suggestions on June 26, 2003, The amendments and remarks herein reflect 
discussion and suggestions made by the Examiners for the purpose of declaration of an 
interference. Since all the points raised in the Office Action and the Examiners' concerns havo 
been addressed, Applicants respectfully request that an interference be declared, 

Claim Amendments 

Claims 202, 203, 204 and 206 have been canceled without prejudice or disclaimer. 

Claim 205 has been amended to recite "co-administering 11 an immunostimulatory nucleic 
acid and an antigen, for which support can be found, for example, in Example VII (pages 50-52 
of the specification);'" ' 

No new matter has been introduced by these amendments. The Examiner is hereby 
requested to enter the amendments, 

Applicants submit that all claim amendments presented herein or previously are made 
solely in the interest of expediting declaration of an interference and should not be interpreted as 
acquiescence to any rejections or ground of unpatentability. Applicants reserve the right to file 
at least one continuing application to pursue any subject matter that is canceled or removed from 
prosecution due to the amendments. 

Priority (Pages 3-5 of the Office Action) 

The Office Action reiterates the issue of priority ihat was stated in the previous Office 
Actions dated March 15, 2002 and July 29, 2002, respectively. Applicants explained in detail, in 

5 



Received rrom < > at 8/18/03 4:21:25 PM [Eastern Daylight Time] 



AUG- 18-2003 HON 12:10 PH 




:ns doane swecker 



FAX NO. 





Y 
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Serial No. 09/265,191 
Attorney Docket No. 028723-306 



die Amendment and Reply filed on May 9, 2002 > the reasons under which claims 202-203 should 
be afforded the priority date of August 26, 1993. However, since claims 202 and 203 have been 
canceled, this issue is now moot. 

Rejections under 35 U.S.C. §112, second paragraph (Pages 5-7 of the Office Action) 

Claim 204 stands rejected under 35 U.S.C §112, second paragraph, as allegedly being 
indefinite. Since claim 204 has been canceled, this rejection is now moot. Therefore, 
withdrawal of this rejection is respectfully requested. 

Rejections under 3SUS.C §102 and 35 U.S.G §103 (Pages 7-13 of the Office Action) 
Claim 202 stands rejected under 35 U.S.C §102(e) in view of Davis (U.S. Pat, No. 

. - 5,780,448, .!*Davi& M ) as. evidenced byJKrieg..et.al.(US.,J?flt^No_._6 4^3^//^?^); undpr.35 

U.S.C, §103(a) as allegedly being unpatentable over Krieg in view of Davis; and under 35 
U.S.C. §103(a) as allegedly being unpatentable over Kricg in view of Applicants' admission 
(Amendment C filed October 31, 2001 in paper No. 28, page 8, second last paragraph and page 
9, second paragraph). Since claim 202 has been canceled, these rejections are now moot. 
Accordingly, withdrawal of these rejections is respectfully requested. 

Rejections under 35 US,C. §112, first paragraph (Pages 14-25 of the Office Action) 
C laim 205 

Claim 205 stands rejected under 35 U.S.C. §1 12, First paragraph, as allegedly not being 
enabled. However, the Office Action states that the specification is enabling for: 
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Amendment and Reply 
Serial No. 09/265,191 
Attorney Docket No. 028723-306 



A method for suppressing an allergic response to an antigen in a mammal susceptible to 
an allergic reaction to said antigen which stimulates production of allergy-associated IgE 
antibodies in the mammal, comprising parenterally co-administerin g to the mammal 

(a) an effective amount of an immunostimulatory nucleic acid in a plasmid, said 
immunostimulatory nucleic acid comprising S'CGS 1 , wherein C is unmcthylated, and 

(b) an effective amount of the antigen provided as the antigen per se or as a polynucleotide 
encoding the antigen, (page 14, lines 1 1-17 of the Office Action; original emphasis) 

Claim 205 has been amended to recite "co-administering". Thus, claim 205 is directed to 
the method recited above, which is deemed enabled by the Office Action. Accordingly, 
withdrawal of this rejection is respectfully requested. 



Claim 20 4. .. „ : 

Claim 204 stands rejected under 35 U.S.C. §112, first paragraph, as allegedly not being 
enabled. This rejection is now moot in view of cancellation of claim 204. Accordingly, 
withdrawal of this rejection is respectfully requested. 



Claims 203 and 200 

Claims 203 and 206 stand rejected under 35 U.S.C. §112, first paragraph, as allegedly not 
being enabled. Since claims 203 and 206 have been canceled, this rejection is now mooL 
Therefore, withdrawal of this rejection is respectfully requested. 
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Amendment and Reply 
Serial No, 09/205,191 
Attorney Docket No. 028723-306 



Request for Declaration of Interference 

Pursuant to 37 C.F.R. §1,606 and MPEP §2307.02, an interference should bo declared if 
the application contains at least one allowable claim. Since the cunently pending claim, claim 
205, is allowable, declaration of an interference is appropriate. All the requirements for 
requesting an interference with a patent have been satisfied in Applicants* requests for 
interference under 37 C.F.R. §1.607 submitted on October 31, 2001 and May 9, 2Q02, However, 
for the convenience of the Examiner, a brief summary of these requirements is included below. 



1 . Identification of the patent: 

U.S. Patent No. 6,207,646 ("the Krieg '646 patent"). 

2. Presentation of a proposed count; 

The proposed count,, set forth in Appendix A would be claim 205 of the present 

application or claim 3 of the Krieg '646 patent 1 . 

3. Identification of at least one claim in the patent corresponding to the proposed count; 



1 Although claim 205 has been amended to recite "co-administering", it defines the same 
invention as claim 3 of the Krieg '646 patent since the Krieg '646 patent provides guidance only 
for co-administration of immunostimulatory nucleic acids and allergens. The Krieg '646 patent 
provides only a single example of in vivo administration of immunostimulatory nucleic acids and 
antigen, which is found in Example 12 (columns 42-43). Example 12 discusses the effect of 
immunostimulatory nucleic acids administered together with Schistosoma mansoni eggs on 
inflammatory cellular infiltrate and eosinophil in a murine model of asthma. Thus, mice were 
sensitized to Schistosoma egg antigen (SEA) by injection with S. mansoni eggs, or were injected 
with S. mansoni eggs together with immunostimulatory nucleic acids. These mice were 
subsequently exposed to soluble SEA. There is no supporting evidence elsewhere in the Krieg 
'646 patent for in vivo administration of immunostimulatory nucleic acids and allergen in any 
manner other than co-administration. Therefore, claim 205 of the present application, as 
amended, defines the same invention as> claim 3 of the Krieg '646 patent, and an interference is 
properly requested. 
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Amendment and Reply 
Serial No. 09/265,191 
Attorney Docket No, 028723-306 



For the reasons set forth in Appendix B, claims 3, 1 1, 12, 17, 21 , 25, 27, 37 and 38 of the 
Krieg '646 patent correspond to the proposed count. 

4. Identification of at least one claim in the application corresponding to the proposed 
count: 

Claim 205, being an alternative of the proposed count, corresponds exactly to the 
proposed count 

5. Application of the terms of the application claim; 
Appendix C sets forth the support for claim 205, 

6. The requirement under 35 U.S.C 135(b): 

Claim 204 was added to the present application on October 31, 2001, wliich was within a 
year of die issue date of tho Krieg '646 patent, March 27, 2001, 



Accordingly, all the requirements have been satisfied. Furthermore, claim 205 of the 
present application is entitled to the benefit of the priority date of January 30, 1996, while the 
Krieg '646 patent claims only dato back to October 30, 1996 2 . Therefore, Applicants respectfully 
request (hat an interference be declared naming Applicants as the senior party. 



2 Although the application leading to the Krieg '646 patent is listed as a continuation of 
U.S. Application No. 08/386,063, filed February 7, 1995 ("the '063 application")* the disclosure 
of the Krieg '646 patent is significantly different from that of the '063 application. In particular, 
there is no disclosure of the use of CpG sequences in allergic reactions m the '063 application 
(see attached Appendix B for a more comprehensive discussion on this point). Therefore, the 
Krieg '646 patent claims at issue are only entitled to the filing date of October 30, 1996. 



9 



Received from < > at 8/18/03 4:21:25 PM [Eastern Daylight Time] 



AUG-18-2003 HON 12:11 PM 




:NS DOANE SWECKER 



FAX NO. 




P. 



C 




Y 



Amendment and Reply 
Serial No. 09/265,191 
Attorney Docket No. 028723-306 



CONCLUSION 



In view of the above amendments and remarks, Applicants submit that the pending claim 
of tills application is patentable. Accordingly, Applicants respectfully request that an 
interference be declared employing the proposed count set forth in Appendix A, aind that 
Applicants be named senior party. 

If the Examiner feels that a telephone interview would serve to facilitate resolution of any 
outstanding issues, he is encouraged to contact the undersigned at the telephone number below. 

- In the unlikely event that the transmittal letter is separated from this document and the 
Patent Office determines that an extension and/or other relief is required, Applicants petition for 
any required relief including extensions of time and authorizes the Assistant Commissioner to 



charge the cost of such petiHons and/or-other.fees.iue.irLcoiuiectioa.with the filing of this 



document to Deposit Acc ount No. 02-4800 . referencing docket no. 028723-306. However, the 
Assistant Commissioner is not authorized to charge the cost of the issue fee to the Deposit 
Account. 



BURNS, DOANE, SWECKER & MATH1S llp 
P.O. Box 1404 

Alexandria, Virginia 22313-1404 
Telephone: (703) 836-6620 
Facsimile: (703) 836-2021 



Respectfully submitted, 





.fry R. Danny Hu&tington u 
Registratidtmo. 27,903 
Attorney for Applicants 
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Amendment and Reply 
Serial No. 09/265,191 
Attorney Docket No. 028723-306 



APPENDIX A 



P ROPOSED COUNT 



A method for suppressing an allergic response to an antigen in a mammal susceptible to 
an allergic reaction to said antigen which stimulates production of allergy-associated IgE 
antibodies in the mammal, comprising parenteraJly co-administering to the mammal 

(a) an effective amount of an immunostimulatory nucleic acid in a plasmid, said 
immunostimulalory nucleic acid comprising 5'CG3\ wherein C is unmeUiylated, and 

(b) an effective amount of the antigen provided as the anligen^er se or as a polynucleotide 
encoding the antigen 



—A method for desensitizing a-subject against the occurrenccjrfjUvaUergiq reaction in . 

response to contact with a particular allergen, comprising administering to the subject an 
effective amount of an irnmunostimulatory nucleic acid, comprising: 



wherein the immunostimulatory nucleic acid includes at least 8 nucleotides and wherein 
C is unmethylated and wherein Xi andX 2 are nucleotides and an effective amount of the 
allergen. 



OR 



5 , X l CGX 2 3' 



11 



Received from < > at 8118103 4:21 :25 PM [Eastern Daylight Time] 



AUG- 18-2003 HON 12:12 PH 




IS DOANE SWECKER 



FAX NO. 





Y 



Amendment and Reply 
Serial No. 09/265,191 
Attorney Docket No. 028723-306 



APPENDIX B 



KRIEG «646 PATENT CLAIMS CORRESPONDING TO THE, PRO POSED COW*! 

Applicants identify claims 3, 11, 12, 17, 21, 25, 27, 37 and 38 of the Krieg '646 patent as 
corresponding to the proposed count. Krieg '646 patent Claim 3 is Hie second alternative of the 
proposed count. AU of the dependent claims (11, 12, 17, 21, 25, 27, 37 and 38) are directed to 
compositions containing an allergen. As a preliminary matter, claims 11, 17, 21, 25 and 37 
recite Markush groups which recite, inter alia, "allergen" as a species of antigen, and to the 
extent "allergen" is contained in Ihe Markush group these claims correspond to the proposed 
count, as discussed more fully below, 

Dependent claim 11 is directed to a composition comprising a plasmid conlaimng a 
imrnunostimulatory CG-containing polynucleotide sequence and an antigen, wherein the antigen 
is an allergen (a species of the recited Markush group). Dependent claim 12 is also directed to 



thisplasmid composition with an alW F Rn -Dependent claim-17-is directed to a composition 



comprising a CG-containing immunoslimulatoiy nucleic acid of 8 to 100 nucleotides in length 
and an antigen, wherein the antigen is an allergen (a species of the recited Markush group). 
Dependent claim 21 is directed to a composition comprising a CG-containirig 
immunostimulatory nucleic acid of at least 8 nucleotides in length and an antigen, wherein the 
antigen is an allergen (a species of the recited Markush group). Dependent claim 25 is directed 
to a composition comprising a CXj-containing immunostimulatory nucleic acid of 8 to 40 
nucleotides in length and an antigen, wherein the antigen is an allergen (a species of the recited 
Markush group). De pendent claim 37 is directed to a composition comprising a CG-containing 
immunostimulatory nucleic acid of at least 8 nucleotides in length (wherein at least one 
nucleotide has a phosphate backbone modification) and an antigen, wherein the antigen is an 
allergen (a species of the recited Markush group). Dependent claim 38 recites that the antigen is 



an allergen. 
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With respect to all of the above composition claims, an allergen-containing composition 
is obvious in view of a method for desensidzation or suppressing an allergic response to an 
antigen using a CG-containing immunostimulatory sequence and an antigen which causes an 
allergio response, or an allergen (which may be in the form of the antigen or antigen encoded by 
a polynucleotide). One must use such a composition in practicing the method of the proposed 
count. As discussed above, oligomeric forms of CG-containing immunostimulatory 
polynucleotides are obvious in view of a functionally corresponding plasmid (i.e, a plasmid 
containing the same functional sequence). With respect to claim 2 1. a plasmid anticipates a 
polynucleotide of at least 8 nucleotides in length. 

"Allergen" is a patentably distinct species with respect to the genus "antigen". As 
discussed above, an allergen is a type of antigen which elicits an unwanted, inappropriate 
immune response which is accompanied by production of allergy-associated IgE antibodies. 
Without the understanding that CG-containing immunostimulatory polynucleotides effect a Thl 
shift, and thus reduce IgE production, one skilled in the art would not consider it obvious to 
combine an allergen with these immunostimulatory polynucleotides. The Krieg '646 patent 
specification reflects this reasoning. As discussed above, the Krieg '646 patent specification 
states that, b ased on the ability of the claimed brmiu nostimulatorv CG-contajnjag 
polynucleotides to effect a Thl shift (/.«., shifting the immune response from a Th2 response 
toward a Till response), the immunostimulatory polynucleotides could be used to treat or prevent 
an allergy. Col. 34, lines 18-26. Neither of Krieg's earlier patent applications (to which priority 
is claimed) contain any disclosure of the Thl shift or of using allergens in conjunction with CG- 
containing immunostimulatory polynucleotides. Instead, these earlier-filed cases only generally 
describe using antigen, without ever referring to using allergens. Nor does either of Krieg's 
earlier-filed cases make any reference to using CG-containing immunostimulatory 
polynucleotides in the allergy context. Thus, in terms of compositions, an allergen-based 
composition is a non-obvious species with respect to an antigen-based composition. 
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TV- pendent claim 27 is directed lo a method of inducing an antigen-specific immune 
response comprising administering a vaccine including an antigen and an immunostimulatory 
nucleic acid sequence of any of claims 6, 14, 18 or 22, wherein the antigen is an allergen (a 
species of the recited Markush group). Eliciting an antigen-specific immune response by 
combining the claimed immunostimulatory nucleic acid sequence® with an allergen is obvio 
in view of the proposed count, in which an allergen (/.*., antigen which stimulates allergy- 
associated IgE production) combined with immunostimulatory sequence is administered to a 



Applicants submit that the abovo claims do not define separate patentable inventions 
within Hie meaning of 37 C.F.R. § 1 .601(n). 
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APPENDIX C 
1TYF.MPT.ARY STTPPnttT FOR CLAIM 205 



Disclosures: 



Serial No. 


Filing Date 


Aoolicalion family 


09/265,191 


3/10/99 


mN of 08/593.554 


08/593.SS4 1 


1/30/96 


CIP of 08/446,691 



As the instant appUcation is a continuation of Ihc '554 application, exemplary support 
from the '554 is not detailed below. A pagination difference between the '191 and the '554 
applications results in the page and line citations in the two applications being slightly different. 
However, the two applications contain the same content, and thus claim 205 is entitled to the 
benefit of the filing date of the '554 application, January 30, 1 996. 



The identified support is merely exemplary, and is not meant to be exhaustive. 
Applicants reserve the right to cite additional support for this claim at a later time, if necessary. 
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Claim Limitation 



A method for suppressing 
an allergic response to an 
antigen.,. 



Exemplary Support in Applicants* Disclosure 09/265,191 



Page 4, lines 9-11: 
'The invention also includes naked gene expression vectors for 

use in manipulating cellular immune responses toward the TH1 

compartment." 
Page 49, Hncs 9-10; 

l THl responses are to be of particular importance in the treatment 

of allergies and AIDS/ 1 
Page 5, lines 13-15: 

The vectors are also of particular use in stimulating the THl 
compartment in preference to the TH2 compartment, thus 
suppressing IgE production in response to expressed antigen 
[from the vector] " 
Page 34, lines 20-22: 

"In this embodiment, the TO1 component of the T lymphocyte 
immune response is generally stimulated in preference to the 
antigenic stimulation of TH2 lymphocytes, which mediate 
production of IgE antibody," 

Page 36, lines 1-4: 

'Thus, administration of nak ed gene expression ve ctors which 



encode antigens (or known immuno stimulatory "fragments of 
antigens) according to the invention not only suppresses IgE 
antibody production, but also docs so from the outset of 
therapy, thus avoiding the risk of anaphylaxis posed by 
conventional immunotherapy protocols." 

Page 36, lines 13-17: 

"However, as demonstrated in Example VII, IgE antibody levels 
produced in the protein injected mice are substantially greater 
during the initial phase of treatment than are produced at any 
stage of treatment of mice injected with a naked gene 
expression vector (pCMV-LacZ) that operatively encodes the 
same antigen and includes an immuuostimulatory 
polynucleotide of the invention (SEQ ID NO:iy 

Page 50, line 6, to page 52, line 9: Example VH 
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Claim Limitation 



. . .in a mammal susceptible 
to an allergic reaction to 
said antigen which 
stimulates production of 
allergy-associated IgE 
antibodies in the mammal, 



Exemplary Support In Applicants* Disclosure 09/265,191 



Page 32, lines 22-23: 

"The host may be any vertebrate, but will preferably be a 

mammal. 
Page 50, line 6, to page 52, line 9: 

Example VIT: Administration of a plasmid of this invention ^ 
suppressed antigen-specific IgE production (i.e., an allergic 
response) upon subsequent challenge with the antigen. Control 
animals in the experiment developed high levels of antigen- 
specific IgE. 

Page 36, lines 1-4; 

''Thus, administration of naked gene expression vectors which 
encode antigens (or known immunostimulatory fragments of 
antigens) according to the invention not only suppresses IgE 
antibody production, but also does so from the outset of 
therapy, thus avoiding the risk of anaphylaxis posed by 
conventional immunotherapy protocols." 

Page 36, lines 13-17; 

"However, as demonstrated in Example VII, IgE antibody levels 

produced in the.pcatein Ejected. mice_jare_subs 

during the initial phase of treatment than are produced at any 
stage of treatment of mice injected with a naked gene 
expression vector (pCMV-LacZ) that operativcly encodes the 
same antigen and includes an immunostimulatory 
polynucleotide of the invention (SEQ ID NO: 1) " 

Page 34, lines 20-22: 

"In this embodiment, the TH1 component of the T lymphocyte 
immune response is generally stimulated in preference to the 
antigenic stimulation of TH2 lymphocytes, which mediate 
production of IgE antibody" 

Page 49, lines 6-8; 

"TH2 responses include the allergy-associated IgE antibody class; 
soluble protein antigens tend to stimulate relatively strong TH2 
responses/' 
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Claim Limitation 

, , comprising parentcrally 
co-administering to the 
mammal (a) an effective 
amount of an 

jirununostimulatoxy nucleic 
acid in a plasmid, ... 


Exemplary Support in Applicants' Disclosure 09/265,191 
Page 30, lines 6-9; 

^Parenteral vehicles include, . . Intravenous vehicles include, . " 
Qnj* ale:** narre 33 lines 13-14 and page 40, lines 1-9, 
Page 49, line 1 , to page 52, line 9: 
Examples VI & VII: Intradermal and intramuscular 
administration of antigen-encoding plasmids. 


, , .said immunostimulatory 
nucleic acid comprising 
S'CG3\ wherein C is 
unmcthylatcd, ... 


Page 5, lines 16-18: 

"The naked gene expression vectors of the invention include one 
or more non-coding* immunostimulatory polynucleotides 
which include at least one dinucleotidc sequence consisting of 
adjacent, unmethylated cytosine-guanine (CG) nucleotides." 


, , .and (b) an effective 
amount of the antigen 
provided as the antigen per 
se or as a polynucleotide 
encoding the antigen. 


Page 4, lines 9-11: 

'The invention also includes naked gene expression vectors for 
use in manipulating cellular immune responses toward the TH1 
compartment" 

Page 5, lines 13-15: 

•'The-vectors are-also of-particula™e-instimulating-the--THl 

compartment in preference to the TH2 compartment, thus 
suppressing IgE production in response to expressed antigen 
[from the vector]." 

Page 36, lines 22-24: 

'Moreover, the protection against IgE production afforded to the 
pCMV-LacZ challenged mice continues despite subsequent 
challenge with the plasmid or protein, even when combined 
with adjuvant (Examples iv, v ana wii). 

Page 50, line 6, to page 52, line 9: 

Example VII: Suppression of IgE antibody response to antigen 
by immunization with antigen-encoding polynucleotides. 
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